To the editor: Dear Sir, We read with interest the recent article by Adad et al. [1] in which they reported a reduction of the number of interstitial cells of Cajal (ICC) in the colonic myenteric plexus and circular muscle areas of chagasic patients with or without megacolon. This reduction was much more pronounced in patients with megacolon, where it was also accompanied by a significant decrease of enteric neurons [1] . The strength of this study relies in the fact that the authors took into consideration patients without overt megacolon and the cell count was carried out in complete intestinal rings that allowed them to correct the neuron and ICC dispersion due to intestinal dilation and muscular hypertrophy of the megacolon. The findings of ICC decrease were consistent with previous studies in chagasic patients with megacolon [2] [3] [4] . However, in our study, we found an increase of one of the three colonic populations of ICC, the intramuscular, and we disagree with the interpretation of Adad et al. that this increase might have been due to an inclusion of mast cells in the count, since these were specifically excluded, as specified in the paper [4]; on the other hand, in our experience the distribution of ICC within the human colon is fairly homogeneous (Bassotti and Villanacci, unpublished observations). More importantly, in their paper Adad et al. did not distinguish between the three well established populations of colonic ICC, i.e., ICC submucous (along the submucosal surface of the circular muscle bundle), ICC myenteric (within the intermuscular space between circular and longitudinal muscle layers, myenteric region, which displays the highest yield of ICC in normal tissue), and ICC intramuscular (within the muscle fibers of the circular and longitudinal muscle layers) [4] . This fact might have led to a decreased cell count due to a different methodologic approach.
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However, we were pleased that Adad et al. did not limit their approach only to ICC, but included enteric neurons, that were also decreased. This fact, in addition to the significant decrease of enteric glial cells we also found in patients with megacolon and other conditions characterized by constipation [4, 5] strongly suggests that the development of megacolon requires enteric denervation and that an ICC decrease is an ancillary finding to neurogliopathic abnormalities.
